CENTER FOR DRUG EVALUATION AND RESEARCH

Application Number: NDA 19787/S013
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Rockville MD 20857

?,-“9-684/012
19:787/013 ‘ JAN 8 j997
Pfizer Inc.

Attention: Ms. Rita Wittich
235 East 42nd Street
New York, NY 10017-5755

Dear Ms. Wittich:

We acknowledge receipt on November 19, 1996 of your November 18, 1996 supplemental new
drug applications (NDAs) submitted under section 505(b) of the Federal Food, Drug, and
Cosmetic Act tor Procardia XL (nitedipine) Tablets (NDA 19-684) and Norvasc (amlodipine
besylate) Tablets (NDA 19-787).

The supplemental applications provide for final printed labeling revised under ADVERSE
REACTIONS to include gynecomastia as an adverse event associated with the use of the drugs.

We have completed the review of these supplemental applications and they are approved s
effective on the date of this ietter.

We remind you that you must comply with the requirements for an approved NDA set forth
under 21 CFR 314.80 and 314.81.

Should you have any questions, please contact:
Mr. David Roeder

Regulatory Health Project Manager
Telephone: (301) 594-5313

Sincerely yours,

'S‘ ll’/97

Raymond J. Lipicky, M.D.

Director
s : Division of Cardio-Renal Drug Products
Office of Drug Evaluation |
Center for Drug Evaluation and Research
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371

NV 26 1935

CHEMIST'S REVIEW 1. ORGANIZIATION 2. NDA Number V*H
L HFD - 110 19-787
3. Name and Address of Applicant (City & State) 4. Supplement(s)
Number(s)
Pfizer, Inc. SLR-013
Eastern Point Road Datea(s)
Groton, CT 06340 11-18-96
S. Drug Name 6. Nonpropristary Name 8. Amendments &k
NORVASC Amlodipine Besylate Other (reports,
- ate¢) -~ Dates
7. Supplement Provides For:

Final Printed lLabeling as per Agency’s request.

9. Pharmacological Category 10. How Dispensed
Antihypertensive and Ix/ Rx [ /] orC
Antianginal

12. Dosage Form(s) 13. Potency(ies)

Tablet

2.5, 5, and 10 mg

11. Related IND(s)/
NDA(s)/DMP(s)

14.

Chemical Name and Structure
3-Ethyl-5-methyl-2~(2-amincethoxymethl)-4~-(2~
chlorophenyl)-1,4-dihydro-6-methyl-3,5-

pyridinedlcarhoxylate benzenesulfonic acid

S$0,H

15. Records/Reports
Current

/X /] Yes /] No

Hat0, £0,€H,EH, Reviewed
,C MgQCH,CHgNN, Ix/ Yes [ [/ No
16. Comments:

As per Agency’s letter of September 24, 1996 regarding the overdosage
section the labelling was modified to strengthen the Overdosage

section.

17.

Conclusions and Recommendations:

The labeling did not effect CMC related sections.

rd

18. REVIEWER " .
Name Signature I Sr Date Completed
Ramsharan-D. Mittal - — 11/26/96
19. Distribytiont
L/ Oziginal Jacket l__/ Reviewer / __/ Division File L/ €SO
——
P
|
: 4
w3t

/
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RHPM Review of Final- Printed Labeling

Application: - - NDA 19-684/S-012
Procardia XL (nifedipine) Tablets

NPA+=19/787/S-013
Norvasc (amlodipine besylate) Tablets

Sponsor: Pfizer Inc.

Supplement Date: November 18, 1996

Receipt Date: November 19, 1996

Type of Supplement: Special Supplement: Changes Being Effected
Review

We issued a letter to the sponsor on September 26, 1996 asking them to add gynecomastia to the
list of adverse events associated with the use of nifedipine and amlodipine. The sponsor
submitted final printed labeling as a “Special Supplement: Changes Being Effected” in which
gynecomastia was added to the ADVERSE REACTIONS section of the package insert of each
product as a post-marketing event for which causality is not certain.

No other changes were made to either package insert.

Recommendation

| recommend that these supplemental applications be approved.

[
9
_— e
David Roeder
Regulatory Health Project Manager
dr/11-26-96
cc: NDA 19-684
NDA 19-787
HFD-110

HFD-111/DRoeder/SBenton )

t
[
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Regulatory AfTuirs Division
Pfizer Ine:

235 East 42ad Street

New York. NY 10017-5755
Tel 212 573 2503 Fux 212573 (¢

ORIGINAL ...

Associate Director

November 18, 1996

Raymond Lipicky, M.D., Director
Division of Cardio-Renal
Drug Products (HFD-110)
Office of Drug Evaluation I
Center for Drug Evaluation and Research
Food and Drug Administration
1451 Rockville Pike
Rockville, Maryland 20852

wA O‘ut e Ull (9. l’p .

RE: Procardia XL (nifedipine) Extended Release Tablets
NDA #19-684
Procardia (nifedipine) Capsules
NDA #18-482*
NORVASC (Amlodipine besylate) tablets
NDA #19-787
Supplemental Application - Changes Being Effected

Dear Dr. Lipicky;

Please refer to your letter dated September 24, 1996 regarding the Overdosage section for the
above products and an addition of gynecomastia to the Adverse Reaction section.

In the letter you suggested that based on the paper entitled: “Calcium Channel Blocking Drug
Overdose: an Australian Series” the following language should be added to strengthen the
Overdosage section:

*®
The calcium channel blockers are a heterogeneous class of agents. We feel that this addition is

inappropriate for Norvasc, Procardia XL, Procardia Capsules, and for dlhydropyndmcs (DHPs)
in general for the following reasons:




1) Bradycardia may occur following administration and particularly overdose of
phenylalkylamines (verapamil) and benzothiazipines (diltiazem). DHPs elicit either no
change in'heart rate or an increase in heart rate. For the cases listed in the Australian
paper, heart rates following overdosage with nifedipine were either high or on the high
side of normal. '

2) The proposed labeling is suggestive that atropine would be an appropriate treatment
for an overdose with a calcium channel blocker. As a cholinergic blocker, atropine would
be expected to increase heart rate. While this may be beneficial following an overdose of
verapamil or diltiazem, increasing heart rate would not be a goal following an overdose
with a DHP where heart rates may already be elevated.

3) The Australian paper that is the basis of the proposed labeling addition does not
support the use of intravenous calcium chloride or calcium gluconate following an
overdose of a DHP.

a) The paper states:

“High dose intravenous calcium is required to reverse CCB cardiotoxicity. The
dose required is that needed to reverse arthythmias. Junctional bradycardia with
transient complete heart block was the most frequently observed arrhythmia. This
was noted to be correctable with adequate intravenous calcium chloride and/or -
calcium gluconate.”

Arrhythmias are not normally associated with DHPs. For the DHP(nifedipine)
cases listed in the above paper (Table 1), there were no ECG changes following
the nifedipine monotherapy overdosage. Even with the massive overdose of 4800
mg of Procardia XL taken my a patient attempting suicide, no ECG abnormalities
were noted (see Procardia XL Package Insert, the Overdosage section).

b) Table 1 of the Australian paper indicates that neither of the nifedipine overdose
patients were given an intravenous infusion containing calcium. Therefore, this
paper provides no data supporting the intravenous infusion of calcium chloride or
calcium gluconate following an overdose with a DHP.

The current Ovedosage wording for Norvasc, Procardia XL, and Procardia Capsules is clinically
appropriate.

In addition, your letter requested that gynecomastia should be added to Norvasc, Procardia XL
and Procardia Capsules package inserts. The following wording is added to the Adverse
Reaction sectiori.of Norvasc package insert:

The following postmarketing event has been reported mﬁ'equently where a casual
relationship is uncertain: gynecomastia.




“Gynecomastia” is also added to the marketing experience paragraph of the Procardia XL
Adverse Reaction section. Procardia Capsules package insert does not require revisions since it
contains gynecomastia in the Adverse Reaction section.

We are submitting sixteen copies of the final printed labeling for Procardia XL (nifedipine)
Extended Release Tablets and Norvasc (amlodipine besylate) Tablets, ten of which are
individually mounted. The highlighted copies of the package inserts are also enclosed. The
above changes will be placed into the effect as of the mid December 1996.

If you have any questions, please contact my office at (212) 573-2503.

Smcerely,
Inna Kissen, Ph.D.

CONFIDENTIAL/TRADE SECRET INFORMATION
Enclosure SUBJECT TO 18-USC-1905 AND TO WHICH ALL
IK:amw CLAIMS OF PRIVILEGE AND CONFIDENTIALITY
NORVY/6 ARE ASSERTED IN BOTH STATUTORY AN'D

COMMON LAW.
* Cover letter only




